Blood transfusion is the most frequently used and life-saving therapeutic procedure today. Transmission of virus, bacteria and parasitic microorganisms may occur due to transfusion (Transfusion transmitted infections-TTIs). Hepatitis B and C, human immunodeficiency virus (HIV) and syphilis (Treponema pallidum) bear the risk of transmission by transfusion. Hepatitis B surface antigen (HBsAg), anti-HCV, anti-HIV½ and syphilis antibody (VDRL: Venereal Disease Research Laboratory) are routinely controlled in all donated blood samples. The aim of the present study was to analyze the seroprevalence rates of blood donors through screening test results according to duration, age range and gender.
Material and methods
Data of all blood donors obtained from blood Centre of Marmara University Pendik Training and Research Hospital between January 2013 and October 2018 were analyzed retrospectively. Serum samples of the donors were analyzed for HBsAg, anti-HCV, anti-HIV½ and VDRL. Test results of 114.240 donors were scanned. Gender, age range and distribution by years of these donors were analyzed. According to age distribution of donors were divided into 4 groups.
Results
There were 114.240 participants including 106.153 (92.9%) males and 8.087 (7.1%) females. The positivity rate of HBsAg was detected 0.4% (36/8087) in females and 0.5% (500/106.153) in males. The positivity rate of anti-HCV was detected 0.4% (32/8.087) in females and 0.3% (344/106.153) in males. The positivity rate of anti HIV½ was 0.1% (9/ 8.087) in females and 0.1% (92/106.153) in males whereas the positivity rate of VDRL was 0.5% (41/8.087) in females and 0.3% (362/ 106.153) in males. Positivity rate for HBsAg and HCV were lower in the cases between 18 and 30 years of age. The positivity rates for anti-HIV½ was not significantly different according to the age range. Positivity rate for VDRL was higher in the cases at 51 years of age and older. a1111111111 a1111111111 a1111111111 a1111111111 a1111111111
Introduction
Blood transfusion is the most commonly used and life-saving therapeutic procedure. However, some infectious complications may develop during this procedure. Transmission of virus, bacteria and parasitic microorganisms may occur due to transfusion (Transfusion transmitted infections-TTIs). Hepatitis B and C, HIV and syphilis (T. Pallidum) are important infections. In order to minimize this risk, it is important to be careful about donor selection criteria and conduction of screening tests against these 4 infectious agents in a donor blood [1] [2] [3] .
The World Health Organization (WHO) recommends that all blood donations should be screened for selected infections prior to use and that screening should be mandatory for HBV, HCV, HIV and T. Pallidum [4] . As a part of national blood banking procedures, HBsAg, anti-HCV, anti-HIV½ and VDRL are analyzed in all donated blood samples [5] . Despite performance of these tests, transmission of viral infections is still hazardous in the early stage [window period] where the serological markers are negative [6, 7] .
HBsAg positivity in healthy individuals ranged between 2.4% and 9% and anti-HCV positivity ranged from 1% to 2.2% in our country depending on regions and time period [8, 9] . The 2015 global prevalence of HBV infection in general population reported by WHO was 3.5% for about 257 million people. Global prevalence of HCV reported by WHO is 71 million people with HCV infection in the world accounting for 1% of the population [10] .
It is estimated that 0.8% of adults between 15 and 45 years of age live with HIV globally. However, Sub-Saharan Africa is the most severely affected territory for HIV with almost 1 individual per 25 adults [4.2%] [11] . In our country, there are 6.188 HIV positive cases according to 2012 data of Ministry of Health [8] .
The global incidence of syphilis was 25.1 cases per 100.000 adults among 55 countries that were reported in the GAVDRL (Global Aids Response Progress Reports) in 2014 [12] . In our country, these rates range between 0.001% and 0.13% in blood donors [6] .
Our blood centre is one of the largest blood centers in Istanbul. Since Istanbul is exposed to internal migration from all regions of Turkey, the data may reflect the whole country. The aim of the present study was to analyze the results of screening tests of blood donors who referred to our blood centre through seroprevalence rates according to gender, age range and duration, and to make a contribution to the literature by comparing the results of our country and the world.
Materials and methods
Data of all blood donors obtained from blood Centre of Marmara University Pendik Training and Research Hospital between January 2013 and October 2018 were analyzed retrospectively.
The candidates for blood donation completed the donor inquiry form and a physical examination was performed by blood centre doctor. Subsequently, serum samples of the candidates who were eligible to be donors were analyzed for HBsAg, anti-HCV, anti-HIV½ and VDRL. The study included healthy male and female individuals between 18 and 65 years of age with a body weight of >50 kg. Minimum hemoglobin levels were accepted as 12.5 g/dl in females and 13.5 g/dl in males. Test results of 114.240 donors were scanned. The gender, age range and distribution by years of these donors were analyzed. The donors were divided into 4 groups according to the age range; 18-30 years, 31-40 years, 41-50 years and over 51 years. HBsAg, anti-HCV and anti-HIV½ tests were performed on serum samples obtained from donors through microparticle-enzyme immunoassay (EIA) (Abbott Architect i2000 SR Combo diagnostic kits, USA) method. VDRL test was used for syphilis screening.
Samples with positive test results were re-tested by same method; same equipments and same serum samples were utilized for repetitive reactivity. Repetitive reagent samples were considered positive. Seropositive samples for HIV½ were referred to Infectious Diseases department of Istanbul provincial health directorate for Western Blot (WB) validation test. 
Statistical analysis
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Results
Total number of participants was 114.240 including 106.153 (92.9%) males and 8.087 (7.1%) females. The age average of the males and females according to positive tests is presented in Table 1 .
Five hundred and thirty six HBsAg-positive samples included 500 (93.3%) males and 36 (6.7%) females. Total HBsAg positivity rate was 0.5% (536/114.240). The sero-positivity rate of HBsAg was detected 0.4% (36/8087) in females and 0.5% (500/106.153) in males.
Three hundred and seventy six anti-HCV positive analyses included 344 (91.5%) males and 32 (8.5%) females. Total Anti-HCV positivity was 0.3% (37/114.240). The positivity rate was detected 0.4% (32/8.087) in females and 0.3% (344/106.153) in males. There were101 samples with positive anti-HIV½ analysis including 92 (91.1%) males and 9 (8.5%) females. The rate of positive anti HIV½ antigens was found 0.1% (101/114.240) in total; the positivity rate was 0.1% (9/8.087) in females and 0.1% (92/106.153) in males.
There were 403 samples with positive VDRL test;362 (89.8%) were male and 41 (10.2%) were female. Total rate of positive VDRL test was found 0.4% (403/114,240); the positivity rate was 0.5% (41/8.087) in females and 0.3% (362/106.153) in males (Tables 2 and 3) .
Prevalence values of HBsAg, anti-HCV, anti-HIV½ and VDRL as well as associated Confidence Interval (CI) by 95% in serological tests of 114.240 donors are presented in Table 3 .
Total prevalence was detected as follows; 0.47% (95% CI: 0.43-0.51) for HBsAg; 0.33% (95% CI:0.30-0.37) for anti-HCV; 0.09% (95% CI: 0.07-0.11) for anti-HIV½ and %0.35 (95%CI: 0.32-0.39) for VDRL. Prevalence and 95% CI values according to gender and age are presented in Table 3 .
When age range of the donors are reviewed, majority of the donors are grouped between 18 and 30 years of age (38.7%). The age group of 51 years and older was the least age group with positive results by 5.6% (Table 3) .
Positivity rate for HBsAg was significantly lower in the cases between 18 and 30 years of age when compared with the cases between 41 and 50 years of age as well as the cases at 51 years of age and older. The HBsAg rates increase by the increase in age.
A lower prevalence rate was detected for anti-HCV in the cases between 18 and 30 years of age when compared with the cases at 51 years of age and older. Overall review indicated that anti-HCV rates increased by age.
The positivity rates for anti-HIV½ were not significantly different according to the age range.
Positivity rate for VDRL was significantly higher in the cases at 51 years of age and older when compared with the cases between 18 and 50 years of age as well as the cases between 31 and 40 years of age. The VDRL rates also increase by the increase of age. The rates of positive tests according to age ranges are presented in Figs 1 and 2.
The prevalence values for HBsAg, anti-HCV, anti-HIV½ and VDRL between 2013 and 2018 were shown in the table and figure (Table 4) (Fig 3) .
There was not any significant difference between positivity rates for HBsAg; Anti HCV and HIV½ depending on the gender (p>0.05); VDRL positivity was found significantly higher in female cases when compared with the males (p<0.05).
A statistically significant difference was detected between HBsAg positivity rates depending on the age ranges (p<0.01); positivity rates for HBsAg was significantly higher in the age range of 18-30 years than age range of 41-50 and 51-60 years. No difference was found between anti-HCV and HIV½ rates depending on the age (p>0.05). A statistically significant difference was detected in VDRL positivity rates according to the age (p<0.01); VDRL positivity rates were found significantly higher in the age range of 51-60 years than the age ranges of 18-30 and 31-40 years. There was not any statistically significant difference detected in positivity rates of HBsAg, HIV½ and VDRL depending on the gender in 2013 (p>0.05); however, anti-HCV was significantly higher in female cases than males (p<0.05).
No statistically significant difference was detected in HBsAg and anti-HCV positivity rates depending on the gender in 2014 (p>0.05); however, anti-HIV½ and VDRL were significantly higher in the female cases than males (p<0.05).
There was not any significant difference detected in HBsAg, anti-HCV, anti HIV ½ and VDRL positivity rates depending on genders in years 2015, 2016, 2017 and 2018 (p>0.05).
Discussion
Providing a safe blood transfusion is essential, this is also the primary target of blood centers. Detection of infectious diseases through transfusion in the blood of candidates for blood donation would present a possible infection to the receiver. Countries determine whether an agent should be screened before transfusion according to prevalence of carrier states in their populations. In our country, screening tests for HBsAg, anti-HCV, anti-HIV½ and syphilis are performed [13] . Majority of our donor candidates consisted of males (92.9%). The rate of female donors was 7.1%. This result is comparable with other studies of different countries and our country. In general, number of male donors is much more than females in Africa, Asian and Middle East countries [6, 8, [14] [15] [16] . Such male dominance may be explained by the belief that males are healthier than females and they are more suitable for blood donation. In addition, females are believed that they have blood donations naturally through their menstrual cycle every month. Other obstetrical factors including pregnancy and breastfeeding also restrict many females from donating blood [14, 15] . However, female and male donor rates are close to each other in United States of America and Western European countries [16] . In the study of Cao et al. from China, rate of female donor was more than males by 50.6% [17] . 
Seroprevalence trends and patterns in blood donors
Incidence of post-transfusion hepatitis is 2/10.000 for each recipient of blood and blood products. Rate of HBV infection is 0.3-1.7% in post transfusion hepatitis [13] . Infectious agents which spread by transfusion are detected in blood donor candidates all over the world and differences are detected between the countries and regions. HBsAg positivity rates in blood donors are found 0.06% in USA [18] , 0.7-2.2% in India [19] , and 0.2% in Mexico. Such rate is between 0.4% and 4.2% in our country. However, prevalence of HBsAg positivity was significantly higher in Sub-Saharan African countries and China. The rates in aforementioned countries are between 4.1% and 18.6% in Nigeria [16] , 4.7% in Ethiopia [20] , 8.8% in Tanzania, 13.9% in Mali [21] , 10.6% in Mozambique [19] , 10.1% in Cameroon, and between 7.18% and 10.9% in China [17] . Our data belonged to Istanbul province and our rate for positive HBsAg was 0.5%. The rate in female blood donor candidates was 0.4% whereas positivity rate was 0.5% in male candidates in the present study. There was not any significant difference detected between female and male positivity rates. 
Our rates were at the lowest rate level in our country. Positivity rates differ in different regions of the country. There is a tendency of decrease of HBV infections in the Western region when compared with the Eastern regions [6] . Our rates tend to decrease since 2014. In consideration of such decrease, the causes that reduce the prevalence may include awareness of the population about HBV infection, health precautions, increase of vaccination, revision of donor inquiry form, careful donor examination and exclusion of the individuals with suspicious of any infectious disease at preliminary stage. Furthermore, periodical trainings that blood bank staff is exposed about blood banking and transfusion medicine may be effective in such decrease.
We divided donor candidates into 4 different age groups. Such age groups were 18-30, 31-40, 41-50 and above 50 years. HBsAg positivity was the least in 18-30 years age group. The positivity rate at that age range [0.26%] was significantly lower than other age groups. Turan et al. from Turkey detected no difference in HBsAg detection probability between the age groups [22] ; however, Noubiap et al. from Cameron found that HBsAg detection probability was higher in younger age groups [14] . This was associated with insufficient vaccination and protection programs. In the study of Kader et al. from Turkey, the average for HBsAg positivity was 31.3 [5] . Niazi et al. from Pakistan found positivity rate in the 18-30 age group similar to our study [23] . An effective vaccination program in our region probably reduced HBsAg positivity rates in our young age group in the last decade.
The 2015 global prevalence of HCV reported by WHO was 71 million people with HCV infection in the world, accounting for 1% of the population [10, 16] . The actual agent for hepatitis spread by transfusion is HCV. Cirrhosis and hepatocellular carcinoma develops at least in 25% of chronic cases. A review of anti-HCV positivity rates indicates that the rates are higher in Sub-Saharan African countries. Noubiap et al. from Cameron found such rate 4.8% [14] whereas Fiekumo et al. [19] and Okoroiwu et al. from Nigeria found the rates 6% and 3.6%, respectively. The rates are significantly higher in outcomes of the studies carried out in Tanzania, Nigeria and Mali [16, 20, 21] . Positivity rate in different regions of India vary between 0.23% and 1.02% [19] ; the positivity rate in China [17] and European region [10] were 1.43% and 1.5%, respectively.
Anti-HCV positivity rate in our country was found between 0.16% and 0.6% in different regions of the country [5, 6, 8, 13, 22, 24] . Anti-HCV positivity rate was detected 0.3% in the present study. This was consistent with other rates detected in our country. The rate for anti- HCV positivity was 0.4% in females and 0.3% in males; and there was not any significant difference in the present study. In consideration of age range groups, there was not any statistically significant difference detected between anti-HCV positivity rates. Kader et al. from Turkey did not find any difference between positivity rates in terms of gender [5] . Cao et al. also did not find any significant difference for anti-HCV positivity between genders [17] .
In our study, there was not any significant difference according to the age groups in review of anti-HCV positivity in terms of age groups. Such findings obtained according to the gender and age groups provided similar results with the study conducted by Agus et al. from Turkey [5] . Cao et al. found anti-HCV positivity rate higher in 41-70 age range in their study [1.76%] . In China, Blood Donation Law which focuses on blood transfusion as an important transmission route for HCV and HIV came into effect in 1998 [17] . Niazi et al. from Pakistan found anti-HCV positivity rate as significant between 31 and 45 years of age [23] .
Global prevalence of HIV which mostly spread through blood transfusion and sexual intercourse is 1.1% in adults. Globally, 36.7 million people live with HIV at the end of 2016. The burden of the epidemia continues between countries and regions. Sub-Saharan Africa is the most affected country with almost 1 patient per 25 adults (4.2%) living with HIV, which accounts for nearly two-third of people living with HIV worldwide [11, 16] . Positivity rates in Mali, Ethiopia and Tanzania are 2.6%, 3.1%, 3.8% and 3.8%, respectively. Another study from Nigeria detected such rate as 10% [25] . Positive anti-HIV rates vary between 0.26% and 0.56% in India [19] .
The blood donors with anti-HIV positivity vary between 0% and 0.2% in our country [8] . Anti-HIV positivity rate was found 0.1% in the present study. This is similar with other rates detected in our country. There was not any significant difference between anti-HIV positivity rates according to the genders in our study. Such rate was found as 0.16% in the study conducted by Cao et al. in China. Whereas a significant difference was found between females and males (0.10% vs. 0.23%) [17] .
There was not any significant difference between anti-HIV rates in terms of age ranges. In the study of Cao et al., the positivity rate was found significantly higher in the age range between 21 and 30 years. It is reported that such age group is sexually active. Drug use and high-risk sexual behaviors exist in the regions with higher HIV infection rate [17] . In accordance with our work, there was not any significant difference for anti-HIV positivity in terms of gender and age range in the study of Agus et al. from our country [26] .
The donor samples with repetitive reactivity for HIV were referred to infectious diseases office of Provincial Health Directorate of Istanbul for confirmation tests; and confirmation tests were run by Western-Blot method. Only two samples were detected positive among the samples referred for confirmation test. Higher rates of false positive results in patients may be associated with the drugs or cross reaction of antibodies with HIV antibodies because of their diseases.
Post-transfusion syphilis is a rare condition which is easily treated after diagnosis. The spread risk of syphilis as a result of blood and blood product transfusion is lower since the agent loses its infectivity in the blood in the refrigerator after 72 hours. It is not one of the compulsory screening tests in some countries. However, screening tests are performed in many countries, because its presence can be a marker of donor's life style [13] .
There are different rates of positive VDRL test ranging between 0.001% and 2.33% among blood donors in our country. The variation in the rates appears due to geographical differences, methodological differences, differences of kits, and confirmations by TPHA in some studies. Such rate was found 0.4% in the present study. Positivity rates of syphilis test vary between 0.29% and 7.5% in different countries of the world. The incidence of syphilis is more in Sub-Saharan regions than other regions of the world. However, different prevalence results are reported in aforementioned region. This is connected with methodological differences [16] . It was previously reported that T.Pallidum particle agglutination assay is more sensitive than rapid plasma regain and T.Pallidum hemaglutination assay [20] .
African studies indicate a substantially decreasing trend in sero-prevalance of syphilis among blood donors in some countries [Cameroon, Tanzania, and Ghana]. Such decrease was about 70% and may be related to a positive effect of the prevention programs against HIV, as syphilis is a sexually transmitted disease. Moreover, the prevalence of syphilis detected in these African studies may have been increased by false-positive results due to other treponema species that are endemic in Africa, such as pian, bejel and pinta which cannot be differentiated from syphilis by serology tests [27] . In the present study, VDRL test positivity tended to decrease since 2014. Careful supervision during filling the donor inquiry form has been effective. Furthermore, it was considered that this may be associated with awareness rising of the community through information about safe blood donation.
The review on gender distribution in the present study revealed that VDRL positivity is significantly higher in female cases (0.5%) than males (0.3%) (p<0.05). The findings obtained in the study of Gureser et al. were similar to the present study. There was not any difference detected between the gender in the study conducted by Kader et al [5, 8] . Similarly, no difference was found between the genders in the study of Cao et al. from China [17] .
There was significant difference in VDRL positivity rates according to the age range; review of the significance revealed that positivity rate for VDRL was significantly higher in the cases at 51 years of age and older when compared with the cases between 18 and 30 years of age as well as the cases at 31 and 40 years of age. The VDRL rates also increase by the increase in age. Kader et al. reported in their study that the cases with positive VDRL test were more in elder individuals. In the study of Noubiap from Cameron, positivity rates for syphilis increased after 40 years of age and were significantly higher over 50 years of age [14] . Cao et al. detected an increase in positive syphilis tests by increase in age [17] .
In consideration of the trend in the present study by years, a significant difference is in HBsAg, anti-HCV positivity rates in 2014 when compared with other years. There was not any significant difference detected in HBsAg, anti-HCV positivity rates of other years. The difference between anti-HIV rates depending on the years was not significant. However, the difference in VDRL rates depending on the years was statistically significant. Such difference was compared with the increase detected in 2014; a significant difference is detected in HIV positivity rates of other years. Beyond relative high positive rates detected in the screening tests of year 2014, sero-prevalence rates appear to decrease within years (Fig 3) .
Except some countries and centers, a decreasing trend is discussed in the positivity rates of the screening tests performed before blood transfusion in our country and globally. Such improvement in serological screening tests may be explained by the increase of awareness about the diseases spread by blood transfusion and increase in precautions taken to avoid such infections. Furthermore, it is reported that filling the investigation forms accurately and in detail provides elimination of 40% of HIV-infected cases as well as 1/4 of blood-borne infections [28] .
Nucleic acid amplification test (NAT) was recently involved in blood banking as a specific test in many countries; these tests were started to be used for blood donor screening. However, high costs are the most important problem. Therefore, these tests are not used by every country and centre [8, 19] . It is not used as a routine screening test in our centre.
Nevertheless, despite all efforts and microbiological screening tests, there is a risk of infection with blood and blood products. In consideration of the window period, pre-seroconversion period of the infections as well as sensitivities of serological methods used, necessity of molecular methods (NAT) becomes forefront. Well-supported blood bank staff through periodical trainings, carefully filling the donor inquiry form and a careful physical examination by the physician, awareness increasing of the community about safe blood donation and generalization of vaccination programs would reduce the diseases that may spread through blood transfusion. A detailed filling of donor inquiry form for a safe donor selection would prevent the individuals at sero-negative period to be donor. In addition, accurate indication for blood use is still important to prevent unnecessary transfusion.
